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Abstract
We have shown that highly proofreading DNA polymerase is required for the polymerase
chain reaction in the genetic analysis of hepatitis C virus (HCV). To clarify the status of HCV
quasispecies in hepatic tissue using proofreading DNA polymerase, we performed a genetic anal-
ysis of the HCV core protein-encoding region in cancerous and noncancerous lesions derived from
4 patients with hepatocellular carcinoma. In contrast to the previously published data, we observed
neither deletions nor stop codons in the analyzed region and no significant difference in the com-
plexity of HCV quasispecies between cancerous and noncancerous lesions. This result suggests
that the HCV core gene is never structurally defective in hepatic tissues, including cancerous le-
sions. However, in 3 of the patients, the consensus HCV species differed between cancerous and
noncancerous lesions, suggesting that the predominant replicating HCV species differs between
these 2 types of lesions. Moreover, during the course of the study, we obtained several interesting
variants possessing a substitution at codon 9 of the core gene, whose substitution has been shown
to induce the production of the F protein synthesized by a - 2/+1 ribosomal frameshift.
KEYWORDS: hepatitis C virus, core gene, hepatocellular carcinoma, quasispecies, proofreading
DNA polymerase
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accession numbersAB061927 to AB062026 (pTL1～pTL4 series),
AB062173toAB062272(pTH1～pTH4series).
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pTH1 20 23 3 1.30 1 0 0.05 0
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pTH1 14 6 0 0pTL1 14 6
pTH2 12 0 5 2pTL2 15 2
pTH3 12 2 1 0pTL3 11 2







pTH1 pTL1 pTH2 pTL2 pTH3 pTL3 pTH4 pTL4
nt aa nt aa nt aa nt aa nt aa nt aa nt aa nt aa
0 6 17 1 13 4 8 12 4 14 4 17 20 22 10
1 8 3 7 4 1 11 1 6 2 5 6 2 1 3 15
2 2 8 2 5 4 1 7 1 5 1 7 8
3 2 2 1 2 3 3 2 1 6 2 4
4 1 2 1 3 1 2 2 2 1 3
5 1 11 2 1 1
6 2 1 11





































































pTH1 20 23 3 1.30 1 0 0.05 8.0 26.0
pTL1 20 26 7 1.65 0 4 0.20 2.4 8.3
pTH2 20 80 16 4.80 0 5 0.25 3.8 19.2
pTL2 20 28 12 2.00 1 0 0.05 2.4 40.0
pTH3 20 33 6 1.95 3 1 0.20 5.1 9.8
pTL3 20 27 4 1.55 3 1 0.20 6.0 7.8
pTH4 40 173 25 4.95 0 19 0.48 3.9 10.3
pTL4 40 233 34 6.67 5 20 0.62 4.4 10.8
cancerouslesion? 223 37.5 3.25 4.0 15.5 0.24 4.2 13.3
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